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acute attacks, when the urine was loaded with urates, the average excre-
tion of uric acid was less than normal but tended to increase as the
attack subsided.
Other less understood factors play a part, for the level of uric acid in
the blood may be high without exciting an attack; one person may have
a level of 4 mgm. per 100 c.c. and an acute attack, whereas another
may have a level of 6 or 7 mgm. without any obvious discomfort; with
the onset of the acute symptoms the level falls, to rise again as the
attack subsides.
Talbott and his co-workers have demonstrated variations in the meta-
bolism of water and salts immediately prior to an attack. The amount
of uric acid in the blood is increased during and after an attack, and
tophi may diminish in size or even disappear after a severe or prolonged
attack. Jennings's work shows that uric acid is absorbed from the
tissues and excreted under the action of sodium salicylate or of cin-
chophen. Once formed in the body uric acid does not appear to undergo
further changes, but is either excreted by the kidney or deposited in the
tissues, from which it may be reabsorbed and excreted.
In leukaemia and febrile conditions, in which hyper-uricaemia occurs,
the excess of uric acid is derived from metabolic changes; in leukaemia
it is derived from the breakdown of leucocytes and is therefore endo-
genous, whereas in gout the excess is probably purely exogenous and
derived from the food. Whether this fact is of any importance it is difficult
to say. The important distinction is that in gout the excess of uric acid
is deposited in the tissues, whereas in the other conditions it continues to
circulate in the blood until it is excreted.
Although it is obvious that an excess of uric acid from the food plays
a part in the production of gout, there are two other possible factors.
First, whereas in the normal subject any excess is quickly excreted,
in the gouty patient the power of the kidney to excrete uric acid is
certainly impaired; this is probably the essential pathological factor.
It may be argued that the impairment in function is secondary to
damage to the kidney caused by the need to excrete more than the
normal amounts of uric acid, but the balance of evidence is in favour
of the view that the defect is primary and in some cases certainly
hereditary. There is some evidence that the excretion of uric acid and of
other metabolites, such as urea, may be separate and distinct functions,
but this as yet lacks proof. The second possibility which should be
considered is that a metabolic derangement in the liver or other parts
of the body may lead either to an excessive production of uric acid or
to its presence in the circulation in a form which can be less readily
excreted than the normal. As mentioned above, uric acid is more
readily excreted in organic combination than in the form of sodium
biurate.
To explain the deposition in the tissues, which is the characteristic
feature of gout, Ebstein's hypothesis has been generally accepted. He
held that necrosis of the fibrous tissues was the primary change and